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suffer unnecessary pain, even if the condition being considered is 
not life-threatening.3 It is also unethical in placebo group to withhold 
treatment and no follow up of participants after the completion of 
trial. According to the principles of ethics, it is not only the duty of 
researchers to do no harm but also to do good to the study subjects.

Rothman also argues that placebo-controlled trials are unnecessary 
and result from a misplaced emphasis on statistical significance 
testing.3 Majority of researchers have a general opinion that studies 
with statistically significant or positive results are more likely to 
publish which may allow them to compare a test agent with placebo 
in the urge of significant results. This could be an unethical issue in 
conducting placebo controlled trials leading to what are known as 
“publication bias”.4 Furthermore, placebo-controlled clinical trials 
proposed in situations in which effective treatments exist should 
receive careful scrutiny with regard to whether the effectiveness of 
the active control is sufficient that interpretable active-control trials 
could be conducted. Clinical trials that use placebos for indications 
for which effective or approved medications exist may be perfectly 
ethical, but close examination of whether patients are adequately 
informed and whether the trial is consistent with the principles of 
patient autonomy and physician beneficence is warranted. For the 
approval of placebo controls in phase 2, 3, and 4 trials, the following 
questions should be considered:1

A. Do participants have a disease or condition for which treatment is 
available, normally prescribed, and of known efficacy?

B. Will lack of treatment likely result in progression of the disease 
or condition or the infliction of pain or suffering during the trial?

C. If the disease or condition progresses, is this likely to be reversi-
ble?

D. If the disease process is irreversible, how great is the burden of 
this progression, and how likely is existing treatment to resolve or 
reduce this burden?

E. Is there substantial evidence that the experimental treatment is of 
therapeutic benefit?

The answers to these questions should serve to guide institutional 
review boards in determining whether a placebo- control group is 
justified. Complete ethical accountability requires that sponsors, 
institutions, and investigators accept responsibility for subjects 
who suffer harm because they were given a placebo rather than 
an available standard therapy. A signed consent form should not 
shield investigators from claims of malpractice if standard therapy 
for a condition was intentionally withheld and the subject suffered 
irreversible harm. Above all, scientific imperatives should never be 
weighed against established ethical canons.
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Opinion
The placebo-controlled clinical trial has a long history of being 

the standard for clinical investigations of new drugs. By blindly and 
randomly allocating similar patients to a control group that receives 
a placebo and an experimental group, investigators can ensure that 
any possible placebo effect will be minimized in the final statistical 
analysis. Although this approach to clinical research is scientifically 
sound, ethical concerns arise in some cases that outweigh the benefits 
of this protocol design.1 unaccountably, in these times of raised 
ethical consciousness; placebo treatments are still commonly used 
in dental research in circumstances in which their use is unethical. 
Critics of placebo-controlled trials cite article II.3 of the Declaration 
of Helsinki: “In any medical study, every patient- including those of a 
control group, if any-should be assured of the best proven diagnostic 
and therapeutic methods”.2 Rothman argues that no patient should 
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